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What is claimed is 



1 \ A compound having the structure : 



10 



NH 




VI 1^ 



15 



20 



6 



wherein R/ 3Ss te-hydrpxy cyclopentyl ethylamino 
c a rbony lam/no pi$ppMl / w , N-di ethylamino carbonylamino 
ethyl, th-ibacetamiop ethyIy2^amino a>cetyloxy cyclopentyl, 
3 - hydroxy] eye 1 open tyO.V a^pyrrolyl carponyl aminoethyl , 2- 
imidazoliUinone ethylM 1 - aminocarbonyi - 2 -methyl propyl, 1- 
aminocarbonyl - 2 -phenyl ethyl, 3-hwiroxy azetidino, 2- 
imidazolyl ethyl, acfe\amido etthyl , 1 - (R) -phenyl - 2 - 
hydroxyethyl , or N-methV]^minocarbfonyl pyridyl-2- methyl; 
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wherein R 3 and R 4 are independently H, substituted or 
unsubstituted alkyl , or^aryA 
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The compound of c laim 1 , /hav inqf the structure: 



H 3 C^ 



N H 



(Compo\nd 17 00) 
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A compound having the structure: 



wherein Ri , Ry and t 
pyrrol idino, /3 -methyl- 
aminocarbonylmeth^\l 
piperadino ; 



he nttrogen together are 3 -hydroxy 
oxy Jcarbonylmethyl pyrrolidino, 3- 
pymrol idino, or 3 -hydroxymethyl 




wherein R 3 and R 4 
unsubstituted alkyl , 



independently H, substituted or 
r aryl . 



The compound of claim H 4 , haying the structure: 
HO 



(Compound 1703) 
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A compound having the structure 





A method for treartfing a disease associated with A3 
adenosine receptor in a subject, comprising administering 
to the subject a therapeutically 
compound of claims 1_, 24, or 38. 



fective amount of a 



The method of claim 39, wherein the 



ject is a^rfiammal 



The method of claim 40, wherein the mamri 



is a human , 



The method of claim 39, wherM n ^ald A3 adenosine receptor 
is associated with asthma, hypersensitivity , rhinitis, hay 
fever, serum sickness/ allergic vasculitis, atopic 
dermantitis, dermanjfedTt is , psorasis, eczema, idiopathic 
pulmonary fibrosis eosinophillic chlorecyst itis , chronic 
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airway inflammation, hypereosinophilic syndromes 
eosinophilic gastroenteritis, edema, urticaria, 

eosinophilic myocardial disease, episodic angioedemaywith 
eosinophilia , inflammatory bowel disease, ulcerative 
colitis, allergic granulomatosis, carcinomatosis, 
eosinophilic granuloma, familial histiocytosis, 

hypertension, mast cell degranulat ion , tumor/ cardiac 
hypoxia, cerebral ischemia, diuresis, rena/ failure, 
neurological disorder, mental disorder,/ cognitive 
disorder, myocardial ischemia, bronchoconstriction, 
arthritis, autoimmune disease, Crohn's dj/feease, Grave's 
disease, diabetes, mult iple sclerosis , anafemia, psoriasis, 
fertility disorders, lupus erthyematpsus , reperfusion 
injury, brain arteriole diameter, theyrelease of allergic 
mediators, scleroderma, stroke, glaoal ischemia, central 
nervous system disorder, cardiovascular disorder, renal 
disorder, inflammatory disorder, gastrointestinal 
disorder, eye disorder, allergic disorder, respiratory 
disorder, or immunological /di^sorder . 



A water-soluble prodrug of/the compound of claims 1, 24, 
or 38, wherein said ^ater- soluble prodrug that is 



metabolized in vivo to/an active drug which selectively 
inhibit A3 adenosine /eceptor. 

The prodrug of yclaim 43, wherein said prodrug is 
metabolized in v/vo by esterase catalyzed hydrolysis. 
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45. A pharmaceutical composition comprising the prodrug of 
claim 43 aodLa*. pharmaceutically acceptable carrier. 



46. The pharmaceutical composition of claim 44, w herein said 
pharmaceutical composition is an ophthalmic formulation. 
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47. The ^pharmaceutical composition of claim 44, wh erein said 
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pharmaceutical composition is an periocular, x$ 
or intraocular injection f ormulat^fbn . 



obulbar 



48. The pharmaceutical composition 




claim 44, wherein said 



pharmaceutical composition is a systemic formulation 




receptor in a 
with a compound of cla: 



The method of c 



e activity of an A3 adenosine 
s contacting said cell 



therein the compound is an 



antagonist of saj^€KA3 adenosine receptor. 




subject , 
amount of the comp" 



gastrointestinal disorder in an 
ring to the an effective 
ms 1 , 24 , or 3 8 . 



52. The method of claim 51, wtrerein said disorder is diarrhea. 

53. The method of claim 51, wherein the subject is/a human. 



54. The method of claim 51, wherein th^compound is an 

, yl 

antagonist of A3 adenosine receptee 
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55. A method for treat ing/r^p>f^tory disorder in a subject, 
comprising administeim^ro the subject an effective 
amount of the compound of claims 1, 24, or 38. 
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56. The method o fr^claim 55, wh erein said disorder is asthma, 
chronic oi^tructive pulmonary disease, allergic rhinitis, 
or an u^per respiratory disorder. 



57 , 



fe method of cla im rr., wJaerein the subject is a human. 
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58. The method of cla 



antagonist of A3 




in said compound is an 



me receptors . 



A method fo r treating da^ 
comprises administering 
amount of a compound .of cli 



\o the eye of a subject which 
Ld subject an effective 
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60. The method of claim 59_, wh erein said damage comprise 
retinal or optic nerve head damage. 

61. The method of^gJLaim 5 9-, — wherein said damage i§/acute or 
chronic . 

62. The method o f claim 59. whe rein said damage is the result 
of glaucoma, edema, ischemia, hypoxiayor trauma. 

63. The method of claim 59, wherein the subject is a human, 
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64 . The method of clai m 
antagonist of A3 ade 



59 , w herein the compound is an 
osme receptors . 



E S 

-isen. 



25 



65. A combination ther£pyyf or/^lycoma , comprising the compound 
of claims 1, 24, or 3 8/^and a prostagladin agonist, (32-2 
agonist, or a muniscyanic antagonist. 

66. A pharmaceutical composition comprising a therapeutically 
effective amount/ of the compound of claims 1, 24, or 38 
and a pharmaceytically acceptable carrier. 
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67. The pharmaceutical composition of claim 66, whe rein said 
therapeutically effective amount is effective to treat a 
respiratory disorder or a gastrointestinal disorder. 
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68. The yfiarmaceutical composition of claim 67, wh erein said 
gastrointestinal disorder is diarrhea. 
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69. The pharmaceutical composition of claim 67, wher ein saic 
respiratory disorder is asthma, allergic rhinitis, /5r 
chronic obstructive pulmonary disease. 



70. The pharmaceutical composition o f claim 66, whe re/n said 
pharmaceutical composition is an ophthalmic formulation. 

71. The pharmaceutical composition of claim 66, /whe rein said 
pharmaceutical composition is an periocular, retrobulbar 
or intraocular injection formulation. / 

72. The pharmaceutical composition of c^aim 66, wher ein said 
pharmaceutical composition/is a systemic formulation. 

73. The pharmaceutical composition of claim 66, wher ein said 
pharmaceutical composition* is a surgical irrigating 
solution. / 

74. A packaged pharmaceutical composition for treating a 
disease associated with A3 adenosine receptor in a 
subject, comprising: 

(a) a container holding a therapeutically effective 
amount of the compound of claims 1, 24, or 38; and 

(b) S instructions for using said compound for treating 
/ said disease in a subject. 
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the steps of 




ing the compound of claim 1, comprising 
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reacting 



to provide 



b) treating the product of step\a) under cyclizayon conditions to provide 

OH 




c) treating the product of step b) unjppr suitable conditions to provide 

CI 



d) treating the chlorinated product of step c)Vvith NH2R1 to provide 
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wherein R L 
carbonylamino 
ethyl , thioacetamid 
3 -hydroxy cyclope 
imidazolidinone e 
aminocarbonyl - 2 -phenyl 
imidazolyl ethyl, aqe 
hydroxyethyl , or N-met 



wherein R 3 and R A are 
unsubstituted alkyl 




is \ 3 -hydroxy cyclopentyl ethylamino 
propyl , N, N-diethylamino carbonylamino 
1, 3 -amino acetyloxy cyclopentyl, 
pyrrolyl carbonyl aminoethyl, 2- 
nocarbonyl- 2 -methyl propyl, 1- 
3 -hydroxy azetidino, 2- 
ethyl, 1- (R) -phenyl-2- 
arbonyl pyridyi-2- methyl; 



pendently H, substituted or 




